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# # e> n & v^ d 1 c ^ s ft is h *> s * * e> n & • 
* - t , mm v * a -7 7 - ©^rfefpffi *mm Lxmm^ ? 7 - 

7-^^^^s ; &^^:^-r?)-i:/& s tH^So z (Dm&M-kftmte^ ? ri 
25 7 7 - & ft<Dmmmm*m$i&>iz±ni£Lisb.%> tc&izmm sns ci t c 



A. "7 * a 7 7 — 7©m^fE£iigl 
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5 P L G Aftli^-*© © 3d £ 0 ) 



i. p l g Affim^mmmmm 

(a) M*4 

(D.plga (*°>; #S£-flO 

10 75: 25. #^*20,000 (*DftMII£tfc:££#: : PLGA-7520) 

(2) .PVA (# «; bT-ZUTA- 3 -ZV) fi-£S500 

(b) .PLGA0fe^FSg^j0liM 

(D.PLGA 500m gftlft^ f l/yi.BmLC»)!Pt«. 
15 (2). P V A £0. 3% (w/v) C * * J: -5 C*K:J&#T & 0 

(3) . (2)© P V A**«t 8mL4 (l)©*ftCin*.T 3 T 5 4: 7k 

(o/wffl) X^^i/gVMStl^, 

(4) .(2)<DPVA7X^t2OOmL0 4 ) C (3) £ Jn ;U 520 @ ^/^> T* 3 

20 (5).3t>6#8t (3,000 ®m/fr. 15#R3) C «k o T , «JH[^»3!R|*efc» 
J*-t*T#«L, £ 6> C^©7jcl0m L £ fln * T 2 [sk S-^lCAotffi 
HIS, 

(6). is«fi'^-; f*i-e^ffi^^o 
25 & cfc -5 cmsg l tzWin^-mMituum 2 s * n y c tr- * 1 ~ 

^ fe P L G A (500m g) fcl§I#Lfc»3J0£fi*a*5>ff-5rLfcJK*8: 
^790%-efe ^> fee 
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(8) . mom 

1. PLGA-5005 000, at/^'Jn-^i 50:50) 

5 2. PLGA-5010 (PLGA# ^* 1 0. 000, $LW./ W ^ - frW. 50:50) 

3. PLGA-5020 (PLGA# 20. 000, ILi/^^-;^ 50:50) 

4. PLGA-7505 (PLGA# ^ * 5, 000, ai/^'Jn-M 75:25) 

5. PLGA-7510 (PLGA#^*10. 000, %M/ ? D =» - >Hfc 75:25) 
PLGA^!tflliift», PLGA0««*tt*l.(b)(l)-(6) 

10 i:I«l#-e$)^o 

2 ^oytfeofco WfiCfflVNfcPLGA ( 500m g ) t: HI iR t $g 

15 2. P L G A^n^mM*M&T & tiz J: SBf®-? ? * y r -i? (D^ 

(D.Bfi7^D7 t - S> SB J!S (NR8383#BJ1S) & 1 x 10 8 <fi/m LC«I 
(Ham F-12K. 1 5 % * -> m l Jl JfiL » ) till, 247t ^ W - h C *P A , £ 
:C, PLGA-752O0®^M^J £0. 04, 0.4, 4v-f^n^A (#g) 

20 ant, tt#7^t^ (37*0 T^*-r^ 0 

(2) . 1 B#H*&*£, L, 0.25% h 'J^^y/'J >^jB£«?£ 

£ Strife (WTPBS) 0. lm L £«P L^m-e 5 ^HtScKft 

(3) .:Ht, 0. 1 m L 0 ^ ^ t iP i 80% ^ - n - ;!/ ( y 7 )V •? is T ft ) 
25 0.1mLJ:Si?^t)tT40%A o -3-;i.^t^iIL, m§1.5mL© 

V ^ a - / II A n fc 7 0 % /n s - n - ^ 0 . 1 m L C 1 1 L , 5t *£> 
(8,000 EHE/5K 10#HI) "T & » 
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1 mLiiPt, %L?&2.0$. ? uy 0)7 )V* V -b >T > <tf y ^ * 
T * - h (FITC) t7^iHf;!i?Uf ^7fy 
(FITC-PSLP) % 1 x 10 7 <lSsJn L. 1 ^fpiett5 0 t3ttt©F I TC 

5 (5).«*&, aft'&^NI (700 5 # HQ ) tt&M<D-? ? u y 

r-^CPBS^lmLDDA, it '£> # $t & f£ £ , 2 [nl iti 9 jg T o 

(6) . P B S % g& l> ^ IZ „ $B IS 10% * ;P v U V/PBSIO.lraLi 
flat. 5#HEI5egK IS*%lmLU^, _b»&l5fc£, SKjfc9*& 
lmLJDx.. _L»«:ISfc<o _bfit%l&Wc&> 0. 1 m L © @ 3k £ % * ffl 

10 ^<Z>MS?&0.02 mLtl?), * =7 4 K ^ 9 X C /£ fcf „ 

(7) . Mft^^&&TT-^?Bc3liflii2fTV>, #fflflSl00j@^ K> ©FITC-PSLP^ 

(8) .PLGA«|[fSiHJ:57^n7 r - © FITC-PSLP^:^* © £ 
15 *t«3f 1 Kljjft t *5 K> -C&So PLGAMflittfiiOiJDT»7 

^ n 7 7-i?©ttt^C)iiftSa*fi®f t»6V>^, 0.4 (tfg/m 



PLGAtSffc^SSIfi: (#g/mL) 


fitc-pslp©h d (%) 


0 


11.6 


0. 004 


8.8 


0. 04 


12. 3 


0. 4 


20. 2 
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II. l J*°#IIIJ:5 7^D7 7- ^tttg©i^ 

1. 
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(a) UW 

(1). ? 9 A i^tt®^ > h x T (Pantoea) m^y h x 7 • T^n^^y 
(Pantoea agglomerans) 



5 (b) 'J * 0 #H©i!ig 

(i). 7 u y h >u (D omn-^m iog/L, ^sx^x 

5g/L, NaCl lOg /L , 3-^ 1 g/L, pE 7.5) C A y h x T • 

y^o^^y^ (Pantoea agglomerans) % Jn X , 35t: 1? 1 ^ |g t -5 ^ 

10 (2).mfti&70g £500mL O^^TkCMii L. 500m L ©90%^7 i ^ - 
)V*mtsa t T65~70 < CT20#P B m# &*PL, */■ * 13 JR L „ 0 J& 

(3) j^nfci'J #^*at«r*gi*4b*3(l»*K:*«p fc>r * 

h • 7 o - ) fcfrtt, 10m M -HC1 (pH 7.5) R If 10m M © NaCl 

^^tfIf«tMI4SI^/!;7AHML, 200~400mM NaCl/10 
mMh 'J7-HC1 (pH 7.5) U A 9 * igteB# iti <* it * o 

20 7Og0Sfft^ ?>^300m g (DWiM U I i: i ! t* t 5 8 

2. 'J#^iC«):5ifi7^n7 7- ^0ttJ|58l»* 

(1) . Wife * °7 r - 2* JHBJfe (NR8383) £ 1 x I0 6 41/m LCSi (Ham 
25 F-12K. 15% *? S/fl&JSJfiLfllf) tilt, 247^ U- h £ in A > ^C, 

'J*°#I^1 « g/mL(l^5J:9HiJDU # * *g * t§> (37tl) 

(2) .llf B ^ll, 1.5mL01ry7 , A'fa-7*cajSft^l, 
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jt'bftfi (2,000 \E\&/ft. 5^11) -Cgfc*L. 0. 25% h 'J ^ -> > /P 
BS 0.1mL^^JnUI®t5^f B mit, SS'b^it (2.000 

(3) . me, 0. lm L (Dtgm&tiQZ. 60% A— a — ;V 0. lmL iiillf^t) 
5 t30°/o^-n-;^I?:i^t, (8,000 laHg/JK 10#H) 

(4) .at'£>^f8l«> jR^iacffqeEr *WJ!S*lHlJR ^HIS^PB S tr 2 
«s»^> «*4 1 mLSJPU.'tf S2.0§ > ©FITC-PSLP& 1 x 

io 7 ^@^jnt> immmm? & 0 

10 (5).^lt, _ki**rlfc£, 0.25% h U y/P B S O.lmLfcgsSn 
tlfit5^Hfttt, ®^$:lmLiJPl, St'b&fB (700 ®*s/*K 
5 #M) T5. 

(6) .a^I©'7^D7 7-v?HPBS$: 1 mLJD^.jt'5^f (700 HI 

15 m (700 ihue/$k 5^ra> L±m*m< 0 

(7) . Ji ?t £ l& V> ^ C „ US J3S £ 1 0% *;V7'jy/PBS?:fl.liriLi 
lmLJDi, _ti*S:Bfc < o 

(8) . ±m £l&V>fc^, 0. lm L 0a£g7k£;&n**fflJ^&M^ £ * © SB 
20 .W0.02mL^ltO> * v ^ K ^ 9 * JE If. SS^tS. 

(9) . &ft«««TT?«#«£F»il£?Tl , >, *fflJ!£500<i^fc <9 CD FITC-PSLP^r 
Ifc D i^«NR8383iWifi©»£«l5£'r So 

(10) . 'J*°#lCJ:57^n77 - ©FITC-PSLPl* in tt^ 2 C 

25 nfti^fl^^-e^s, 
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^2 'j3H#IlIJ:57^D7 7- ^tt 



commit 



CT/JP2003/010871 



y #&mmmm ( u g/mD 


FITC-PSLPCDU <9 (%) 


0 


31 


1.0 


51 



5 n7 7- ^f*3^©if6ilifT 



1. V "7 7 >bf > >>l:fl'SLfcPLGA^fiflM©iI 
(a) 

(1) .PLGA (#U (ai/^'Jn-iHJ) ^yv-tfc: 
10 75 : 253U£ 50 : 50, #^*5,000, 1 0, 0003U* 20. 000, ftl t£ M 51 :«£ ^? 

& : PLGA-5005, 5010. 5020. 7505. 7510. 7520 

(2) . v y 7 > tr $/ > 

(3) .PVA (4?'J tf^;V7^3-;p) fi£-Jg500 



15 (b) BFP-PLGAfcffi^SlSiJCDWiK 

(D.PLGA 500m g i: V V 7 V fcf *> > (0. 50, 100. 200m g ) £ ^ 
<ffc «* l/V1.5mLC»»t5. 

(2) . P v A £0.3% (w/v) c & § <fc -5 iZTkizmmir &„ 

(3) . (2)0PVA7Kf S8mL5:(l)0^tCjDii:37>F B 1I#t5 t: o/w 

(4) .(2)0PVA7K^l2OOmL©4'C, (3) £ * , 520 3 

(5) .at'C>#» (3.000 @^/^, 15^ H) c^t, 

ZitTftML, £ e> C^@7jcl0m L £ Jn* T 2 IsU St'b^iC J: o Tft 
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CT/JP2003/010871 



»t5, 

(6) . 1 g^tx */>t-9 rtT'i&JE&glo 

(7) . fF^tfc RFP-PLGA^^ (#^ *&tf&;£) &HTC*t»fc. 

1. RFP-PLGA5005 (PLGA# ^F»5. 000, ftl/^'Ja-A'l 50:50) 

2. RFP-PLGA5010 (PLGA#^» 10. 000, aiS/^'J 50: 50) 

3. RFP-PLGA5020 (PLGA^^-*20,000> 50:50) 

4. RFP-PLGA7505 (PLGA# ^ *5. 000, IS/^'J3-;H 75:25) 

5. RFP-PLGA7510 (PLGA#-? *10. 000, $L1$ / ^ V 3 - )V Wt 75:25) 

6. RFP-PLGA7520 (PLGA#-? *20, 000, aS/^'Ja-M 75:25) 

^£g&l (A. I. 1. (b)(7)) h m C h <DH& o tzo 

(8) . 500m g © P L G A + C D 7 r V h? ^ y £0. 50. 100. 200m g 

3 •£ 0© ^ #J 4 m g fc^fc^ U > lmLH$ll> 475nm® 

(9) . RFP-PLGA^fe^lS^J ( P L G A#^*20. 000. %Wt / ^ - ^Wt 
75 : 25<fc K> & Z> M tfc PLGA-7520) + © HI J& U "7 t >tfiyyfl:^^3^ 

$ H T -5 £ £: to 0 
^3 RFP-PLGA$fr&^ MM(D F*3 & U 7 r V tf > V ft 



y 7 7 v bf ^ y 
(m g ) 


P L GAi 
(m g ) 


(%) 


0 


500 




50 


500 


83 


100 


500 


82 


200 


500 


89 
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2. mom-?iGmn^mmmmm (m%<tm. 

#?LS#7*$I (SPGI) ^^UTflfe^O^fr (^S^ffi) + 

(a) .***4 

(l).PLGA (*°'J (fLWt/ ? U ^ - ^yv-J±: 
75:25. #^410.000, Sl3felltt^^^ : PLGA7510 
10 (2) . U 7 r > fcf f y 

(3).PVA (*° U tT =. ;i^T ;U ^ - fi£-^500 

(b) rfp-plgam^ mm co mm 

(1) . P L G A 500m g i: U 7 t y tf *> V 100m g * l> > 10m L 
15 \z.mM1rZ>o 

(2) .PVA£0.3% (w/v) C t£ £ «t -5 C*C»#"T 5. 
(^.(^©PVA^^IlOOmL+CSPGI (§*§Mfc^X|| i?Li 

o.49x/m) lt (i)<Dmn&ftWt? & t.* + tomm (o/»d 

20 (4).(2)OPVA*»R200mLCDti:, (3) £ 2JP * > 520 \s\fe/ftX*3 

(5).5t^^il (3,000 miR/ ft* \5ftffl) CfcoT, «8^»*!l&i!fc» 
S-tS-Tfl-fltL, $ 5> {3^©7K10m L X X 20. 3t to # HI K <fc o X Sfc 

25 (6). 1 S^x * rtt?«fffej»o 

^fcPLGA (500m g) HUK t fc M&l © d> £ tf-# U P L G 
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3. HaftffiCiSllOfl 
KfUfcft&JBV^ilSLfc RFP-PLGA75 1 0$fc & ^ S £1 fl- © RFP-PLGA$fc 

1. RFP-PLGA5005 (PLGA#^ * 5. 000, ^M/^'J^-^^ 50:50) 

2. RFP-PLGA5010 (PLGA^^ * 10. 000> ? U = - >H* 50:50) 

3. RFP-PLGA5020 (PLGA#^ * 20. 000, JL»/ ^ U a - >U» 50:50) 

4. RFP-PLGA7505 (PLGA#^ *5. 000, aS/^'i^-^g 75:25) 
10 5. RFP-PLGA7520 (PLGA#^» 20. 000, at/^'Jn-^i 75:25) 

Z H h ©RFP-PLGA»fe-?»aiiiSl8ctt, P L G A <Z> £ & t ±15 © 

% P,nfc^S^S)SRl©¥^«[^#»PLGA5005T'ti, 2.205 * n y, 
PLGA5010T te, 2.66^oy, PLGA5020"e , 2.295^ a V, PLGA7505 
15 2.005i?nv, PLGA7520"e«, 1.85^ a WSJC/I^ 

fcPLGA (500m g) fc@JfcLfcSaffl©£M*a*5>thHLfcPLGA 
©JR^ti^rT^90%l?2b o Jfeo U "7 7 > fc? > V <E>JRi?HiPLGA5005 

TMi , JS&87%, PLGA5010T? fcfc , 78 % , PLGA5020 TM£ , $7 67 % , 
PLGA7505"ete, ^91%, PLGA7520"C \% , &/58%l?&^fc 0 

20 

4. RFP-PLGA$fc©-? U 7 t V V ©Sfcffi 

CD.KSLflsScC <fc 0 9)S Ufc#RFP-PLGA03&>5Om g £37°C (ifift) C 
^^FbfcpH7.4 <j Vlgiil (>f * V mmo. 154M) 5mLC»»Lfc, 

(2) . m. m & c at 'fc # it c j; k> ± ffi * $k m. u , m & t tz m & ? c pH7. 4 

25 'J yf lit (-f * y^SO. 154M) 5mL^in^fc 0 

(3) .±t»c«aj bfc u 7 t v trs/>«fi 5 SriB!ij£ tfco auecH:, safest 

git *m V> T475n m©afc^T?illJ£ L tc 0 

(4) .^-RFP-PLGA^^^^ ?>±f C&tBSnfc >J 7 7 > tf VOi^fegl 
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4&i;@5Cilf: 0 # || |£ x - * « P L G A © # ^ :■: # 5. 000$. 
tMO. 000-C& 3PLGA5005, PLGA5010 h PLGA7505, PLGA7510#> 5> ft U 7 7 

» #^*5. 000- 10, 000. %m hi ? U =» -;u®?©i£#50 : 503Z.te 



5. RFP-PLGA^S^Sg&j (PLGA-7520) OitCJ:*iJfirt U 7 7 V tf 

10 (D.Mtt LfcRFP-PLGAafctfe^K*!!*: P B S C tt^O ft S # ffc $ „ 

St'bftfi (400 0fe/^T, 5#M) ftfro TTct ftfe^ft&t. Hftft 
««C J: 0 » 1 3 § ^ n >©*-f Ufcfttt^S^BI (M*-e£j 

30%) ft JSlftOHftCffl 5 o 

(2) . 5 x 10 5 ffl/0.9mL b NR8383#E J3S ft . 24ft ^ U- h 
15 CAn, - nc^RFP-PLGAfifctfc-^SiSUO. 12m g /0. lm L ft 8s to t , 12 

(3) .i§«^> ig*$ftl&3;L, 0.25% h V -r^y/P B SO.lmL ft 
in USffl-C5 ^rajkfllSb. ^tt±?tftl&^ gfe?tftfT-5o 

(4) . O.lmL 0^%ft2in^8O%^- n-^O.lmL tlH^fct 
20 40% - n - ;V £ L . ^ri5rl.5mLOty7^f a-7(rAHfc 

70%A-3-;H.lmLHllU St '£> ft M (8,000 0^/^, 10# 

n) -r^o 

(5) .3t'C>#«s&* #®ci?«-r z>mm* nu& mm* p b s -cfti*!*, 

25 (6). 'J 7 7 V > © A«475n m0t3tIA 5 £#:3£-r £ • 

(7).*f^i: LT#RFP-PLGA$&*fc^i^J0. 12mg+C^f IxSHlO 'J 7 

7 v tr > y <o 1? * * jv x )v * * %/ k (dmso) ^l&iiu ^nft 

1 mL©*&ifeftJnitfe24^^ , b- h C JD A , * *l C NR8383&B M ft & in f 
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(8) . sflig* i2i%mmm&. mm (5xio 5 <b) mm*<DV7 

7 y if */ y & M4k* * v > z> o 

(9) . v ? 7 y \? z/ y w ^ ? u 7 7 - V £ & m k> & m 3 o 

5 *) 7 r > \f 5/ > V>mta*.tfi 40 (u g/5 xl0 5 l/^/mL) C ^ T , 

y 7 7 y tfis y hitm. it, #^fl50y®RFP-PLGA«*fc-? : 

f (A + B) 

RFP-PLGAttlfc^Saja-ftfc: «t 57 * n 7 7 - S> JB3fi3&* 
1. RFP-PLGA^^^M^J©iB^ 
(a) 

15 (l).(DPLGA #M -£•#:) ^ y v - 

it : 75 : 253Ui50 : 50, 5>^*5,000, 1 0. 00031 20. 000. ftJ^ffcHiflc 
: PLGA-5005. 5010, 5020, 7505. 7510. 7520 

(2) . 'J 7 7 y fcf V 

(3) .pva (jj? u tr - ;wt ;v n -/u) M£-^500 

20 

(b) RFP-PLGAIK&^SiaiJOlBSi 

(1) . P L G A 500m g i: 'J 7 r >tf 100m g ^Ifk^ f l/yi.5mL 

(2) . P V A £0.3% (w/v) C45J:K*i:»j!¥t5, 

25 (3).(2)CDPVA*^i8mL«r(l)©ilC2lDAt3^IgfiliftSi:o/ 
vliv^j' 3 y *s ^ j& £ H £ o 

(4) .(2)0P VA7XI^200mL© + H, (3) % ft] ;t , 520 015/^^3 
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(5).3t*C>#g£ (3,000 ®m/ft. lz£oT, ^©^1££!]£#;P$ 

Stt^lL, $e,^^@7K10 m L £2)P;t T21hK jl^^iHiot 

}5fe ^ "f" o 

5 (7).# e>nfc»*fc^»»j©fi£#*Mtf ctttttt PLGAc^caef 

ig#J (A. I. 1. (a)(7)) fciCtOTJb^fc. 

(8).PBSC»8f SSJ4S»ii!St, 3t*£>^« (400 @3g/5K 5# 
HQ) CT**!ii:»ttf*«*Bl*, aftttH*tftl-3^ny©t 
* X C L fc fttt^ftffl * & « © Hlft J§ V> * . 



10 



2. RFP-PLGAfRtfc-? (PLGA-7520) ll®ttH«7^D7 7 -^t 



(1) . ittflSv * n 7 r - ^#ffll& (NR8383) £ 1 x 10 6 l@/m L (Ham 
F-12K. 15% V >>J^3SJflL?t) TJH8U 24ft ^ U - h C Jta * , - 3 

15 P L G A^fe^UI^J £0. 012, 0.12. 1 . 2 # g & HP U . 
(37°C) tSttS. 

(2) . 1 B#HJg«#, 1.5mL0-9-y/;V5 1 a.-^C«HJiS : S:^b. 

£ t , 0. 25% h l J/>'y/PBS0.1mL £gsiJP lifi? 5 # HQ fife 

20 (3).:nc, 0. lmL 6D^*fei:90%^- n -;V0. lmL %JP n -;u 

}gg£45% i: t tc'&iZ^ S (8,000 @lS/#, 10#RQ) t & • 
(4).il<fc#$£^> ?£fl®GDlfflJ® &[hI& U - 0*fflfl§£ P B S -e20^^ 
(D"CffiV > '/i©i:|aICi§^6$r 1 mLi^Jn L, & S 2. 0 5 ^ n > <D 
FITC-PSLP% 1 x 10 7 <@8siP L . lUF^ttSo 

25 (5).#«&, ±m 0.25% h 'J/->y/PBS0.1mLtiJ)DL 

Sfi-C5a>|IQfife«&, fi^lmLilnl, «'C>»lSI (700 IIHE/*K 
5 #IW) l^o 

(6).ffiHl0?^D7 7-i?tlPBS% 1 mLinil'L^i ( 700 Isl 
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m/&. 5#m) ± ssPBs^imL^ini, 

m (700 5#P^) L±flf£l&<o 

(7) . _t * & Bfc fc & C , £ffi Jjg C 10% * ;V7 y v / P B S i * 0. 1 m L 8s Jn 

5#MH5£&* ^@7k £ 1 m L Jn , 3£'fr#gt (700 IIUE/SK 5 
5 ftm) _b?t£l&<o Itlll, 0. lm L <Z)^@7k£ ;Dn X. #B fl£ £ Ji ^ 5 

(8) .^^lg^^T-e^ilc^S ; m^ff «HSS500^@^fe 0 0 FITC-PSLP5: 
H0a^«7^^77-^ (NR8383iSfflfl&) © & £ $J £ f £ „ 

(9) . EFP-PLGAfttt^ »»JI'ftR: J:5v^n-77 - S> © FITC-PSLP*** 
10 ©JtfJntt^ 4 C^r i: *5 0 "C*> So RFP-PLGA»tt-?»#JC <fc O ^ * n 7 



^4 RFP-PLGA^m^S^^J L NR8383*ffl IS © FITC-PSLP^ -ft if & 



RFP-PLGAttS^fiSUft ( u g/m L ) 


FITC-PSLP©Ifc K> (%) 
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